To investigate the association between I-ILA-ORB I alleles and post-streptococcal acute glomerulonephritis (PSAGN), 32 children with PSAGN and 380 healthy subjects from the same locality were typed for ORB I alleles using polymerase chain-reverse hybridization technique. and 3.57,. No significant differences in the frequency of both alleles arc observed among patients with different grades of hypertension, proteinuria or hematuria. Conclusions: DRB 1* 030 I I, and presumably I 105, alleles confer susceptibility to PSAGN. Ilowever the severity of the disease is not determined by these two alleles.
Introduction
Post -streptococcal acute glomerulonephritis (PSAGN) is a non-suppurative sequaele of infection by P -hemolytic streptococci. It is accepted that the immune response of the host is the central pathogen tic event in the development of PSAGN [I) and the antibody response to streptococcal antigens is under genetic control [2) . Many researches have studied the association of PSAGN and serologicaly typed HLA antigens . However, no consistent association has been found. HLA class II antigens (DR, DQ, and DP) are hetrodimeric glycoprotcins consisting of CX and p chains.
The genes coding for these antigens are located on the short arm of chromosome 6 16] .
HLA-DR
has one gene coding for the DR cx chain, ORA, and one gene coding for the P chain, ORB.
Depending on the ORB type, ORB I is always present, a DRB3, DRB4 or ORBS gene may be present as well, eventually accompanied by pseudogenes 17]. ORA is not polymorphic, while ORB I is highly polymorphic, and some polymorphism is described in DRB3, DRB4. and ORBS.
All these genes consist of 7 exons. Most of the allelic polymorphism is located in exon 2, encoding the amino-terminal extracellular domain functions as the antigen binding site for processed proteins. This high polymorphism of DRB I genes makes them powerful markers for population genetic studies [8] .
Since DRB 1 typing by molecular genetic techniques declares more specific association with diseases and no reports describe DRBl alleles association in children with PSAGN in our population, we decided to study this association using DNA-polymerase chain-reverse hybridization technique.
Subjects
Thirty-two patients with PSAGN were included: 12 males, 20 females, aged 4-10 years. The INNO-LiPA HLA typing tests arc based on the reverse hybridization principle [10, II] . DNA is at first extracted from the test sample, then amplified using polymerase chain reaction (PCR) [12] . The amplified biotinylated DNA material is chemically denatured, and the single strands arc hybridized with specific oligonucleotide probes immobilized as parallel lines on membrane-based strips. After hybridization, streptavidin labeled with alkaline phosphatase is added and bound to any biotinylated hybrid previously formed. Incubation with chromogen results in purple brown precipitate. The reaction is stopped by a wash step and the reactivity pattern of the probes is recorded. The site and the molecular weight of the hybridized probe define a certain allele. (Fig. I) .
Results
Similarly, no difference in the frequency of these two alleles between patients with different grades of proteinuria (Fig. I) . corrected for the number of alleles tested may be due to the small number of patients included in the study.
Well in 18I 2 [15] was the first one who suspected the familial predisposition to PSAGN. He observed that the siblings of the child who developed nephritis after scarlet fever were much more likely to develop nephritis than the siblings of children who developed scarlet fever without nephritis. Sasazuki et al. in 1983 [16] assumed that patients with PSAGN are genetically programmed to respond abnormally to streptococcal infection. Recently it is proposed that streptococcal M proteins and pyrogenic exotoxins can act as superantigens that cause a marked expansion of T cells expressing specific T-cell receptor~-chain variable gene segments . Jt is generally agreed that HLA II alleles playa central role in recognition of antigens by T -cells [201. The association of PSAGN and ORB 1* 03011 and 1105 alleles, may be due to the direct influence of these alleles on the immune system predisposing children to PSAGN. However, this association may result from the effect of non-Hl.A genes in linkage disequilibrium with one or more of these alleles [21] .
Many studies were done on the association of PSAGN with HLA class II. The results, however, do not point to a universal marker of the disease. Read grades of the disease points to the insignificant role of these alleles in affecting the severity of the disease. Reported association of HLA class " alleles with the severity of the disease had been reported with haplotypes rather than with alleles, there are even fewer data from experimental studies to help interpretation of these results [241.
We conclude that ORB I * 030 I I and/or I 105 might be a restricting clement in the presentation of disease-causing streptococcal antigenic peptide. However they do not affect the severity of the disease.
